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Benign Prostatic Hypertrophy Drug
Products for Over-the-Counter Human
Use )

AGENCY: Food and Drug Admixistration,
HHS. '
ACTION: Final rule,

SUMMARY: The Food and D
Administration (FDA} is issuing a final
rule establishing that any benign
prostatic hypertrophy drug product for
over-the-counter (OTC) human use is
not generally recognized as safe and
effective and is misbranded, Benign
prostatic hypertrophy drug products are
used to relieve the symptoms of an
enlarged prostate gland. FDA is issuing
this final rule after considering public
comments on the agency's proposed
regulation, which was issued in the form
of a tentative final monocgraph, and all
new data and information on benign
prostatic bypertrophy drug products that
have come to the agency’s attention.
This final rule is part of the ongoing

“ review of OTC drug products conducted
by FDA. .
EFFECTIVE DATE: August 27, 1890,
FOR FURTHER INEORMATION CONTACT:
William E. Gilberison, Center for Drug
Evaluation and Research {HFD--210),
Food and Drug Administration, 5800
Fishers Lane, Rockville, MD 20857, 301~
285-8000, :
SUPPLEMENTARY INFORMATION: In the
Federal Register of Ociober 1, 1082 {a7
FR 43586), FDA published, under
§ 330.10{a}(6) (21 CFR 330.10{a}{8}}, an
advance notice of proposed rulemaking
that (1) would classify GTC benign
prostatic hypertrophy drug products as
not generally recegnized as safe and
effective and as being misbranded and
{2} would declare these products io be
new drugs within the meaning of section
201{p) of the Federal Food, Drug, and
Cosmietic Act (the act) {21 U.S.C. 321{pl).
The notice was based on the ;
recommendations of the Adviscry
Review Panel on OTC Miscellaneous
Internal Drug Products (Miscellanecus .
Internal Panel), which was the advisory
review panel responsaible for evaluating
data on the active ingredients in this
drug class. Interested persons were
invited to submit comments by
December 30, 1982. Reply comments in
response to comments filed in the initial

comment period could be submitted by
Jenuary 31, 1983,

In accordance with § 330.10{a)(19}, the
data and information considered by the
Panel were put on display in the
Dockets Management Branch {HFA-~

305), Food and Drug Administration, Rm.

4-62, 5800 Fishers Lane, Rockville, MD
20857, after deletion of a smal} amount
of trade secret information.

The agency's proposed regulation, in
the form of a tentative fina] monograph,
for OTC benign prostatic kypertrophy
drug preducts, was published in the
Federai Register of February 20, 1987 (52
FR 5408). Interested persons were ,
invited to file by April 21, 1987, written
comments, objections, or requests for
oral hearing before the Commissioner of
Food and Drugs regarding the proposal,
Interested persons were invited to file
comments on the agency’s economic
impact determination by June 22, 1987,
New data could have been submitted
until February 22, 1988, and comments
on the new data unti! April 20, 1988,
Final agency action occurs with the
publication of this final rule on OTC
benign prostatic hypertrephy drug
products.

In the preamble to the agency’s
proposed rule on OTC benign prosiatic
hypertrophy drug products {62 FR 5408},
the agency stated that o benign prostatic
hypertrophy active ingredient had been
found to be generally recognized as safe
and effective and not misbranded, but
that Category I labeling was being
proposed in that document in the event
that data were submitted that resulied
in the upgrading of any ingredients to
monograph status in the final rule. In,
this final rule, no benign prostatic
hypertrophy ingredient has been
determined to be generally recognized
as safe and effective for use in O7TC
drug products intended for relieving the
symptoms of benign prostatic -
hyperirophy. Therefors, proposed 21
CFR part 357, Subpart L for OTC benign

» prostatic hypertrophy drug products is

not being issued as a final regulation.

This final rule declares OTC drug
products containing active ingredients
for benign prostatic hypertrophy use to
be new drugs under section 201{p) of the
act, for which an approved application
under section 505 of the act (2Z1Us8.C
355) and 21 CFR part 314 is required for
marketing. In the absence of an
approved application, products
containing these drugs for this use also
would be misbranded under section 502
of the act (21 U.5.C. 352). In appropriate
circumstances, a citizen petiticn to
establish a monograph may be
submitted under 21 CFR 10.30 in lieu of
an application.

This final rule emends 21 CFR part 310
to include drug products containing
active ingredients for relieving the
symptoms of benign prostatic
hypertrophy by adding to subpart E new
§.320.532 {21 CFR 310.532). The inclusion
of OTC benign proststic hypertrophy

* drug products in part 310 is consistent -

with FDA’s established policy for
regulations in which there are no
monegraph conditions, {See, €.8.,
§§ 310.510, 310.518, 310.525, 310.528, and
310.533.} If, in the future, any ingredient
is determined io be generally recognized
as safe and effective for use in an oT1C
benign prostatic hypertrophy drug
product, the agency will promulgaie an
appropriate regulation af that tima,

The OTC drug procedura! regulations

" {21 CFR 330.10) now provide that any

testing necessary to resolve the safety or
effectiveness issues that formeriy
resulted in a Category IiI classification,
and submission to FDA of the results of ~

that testing or any other data, must be .

done during the OTC drug rulemaking
process before the establishment of a

final monograph. Accordingly, FDA is
ne longer using the terms “Category I”
{generally recognized as safe and

. effective and not misbranded],

“Category II” {not generaily recognized
as safe and effective or misbranded),
and “Category II” (available data are

~ insufficient to classify as safe and

effective, and further testing is required)
at the finai moncgraph stage, but is
using instead the terms “monograph
conditions” (old Category I} and
“nonmonograph conditions” {old
Categories II and III),

In the proposed rule for OTC benign
prostatic hypertrophy drug products {52
FR 5406), the agency advised that it
would provide a period of 12 months

.after the date of publication of the final

monograph in the Federal Register for
relebeling and reformulation of benign
prostatic hypertrophy drug products to
be in compliance with the monograph.
Although one manufacturer submitted
data and informaticn in response to the
proposed rule, the data and information
were ot sufficient to support
monograph conditions, and no
monograph is being established at this
time. Therefore, benign prostatic
hypertrophy drug products that are
subject o this rule are not generally
recognized as safe and effective and are
misbranded {nonmonograph conditions).
In the advance notice of proposed
rulemaking (47 FR 43566}, the agency
stated that if it proposed to adopt the
Panel's recommendations that OTC drug,
products to treat the symptoms of
benign prostatic hypertrophy are not
generally recognized as safe and
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effective and are misbranded, it wounid
propose that these drug products be
eliminated from the OTC market
effective 6 months after the date of
publication of a final rule in the Federal
Register. Therefore, because the agency
is now adopting the Panel's
recommendations and no OTC drug
monograph is being established for this.
class of drug products, on or after
August 27, 1886. No OTC drug products

that are subject to this final rule may be

initially introduced or initially delivered
for introduction inio interstate
commerce unless they are the subject of
an approved application. Further, any
OTC drug preduct subject to this final
rule that is repackaged or relsbeled after
the effective date of this final rule must
be in compliance with the final rule
regardiess of the date the product was
initially intreduced or initially delivere
for introduction inte interstate
commerce.

In response to the proposed rute on
OTC benign prostatic hypertrophy drug
producis, one manufaciurer submitted
comments, No reguests for oral hearing
before the Commissioner wers received.
Copies of the commenis received are on
public display in the Dockets
Management Branch, Additienal
information that has come to the
agency's attention since publication of
the propesed rule is alse on public
display in the Dockets Management
Branch. :

1. The Agency’s Conclusions on the
Comments

One manufacturer submitted several
animal, in vitre, and clinical sindies in
suppert of the safety and effectiveness
of the liposterolic extract of sabal for
relieving the symptoms of benign
prostatic hypertrophy (Ref. 1} The
manufacturer also provided a number of
references on the historical use of the
parent plant sabal {serenca serrulata or
serenoca repens) and stated that sabal
has a long history of safe and effective
use for this indication {Ref. 2}.

The agency recognizes that, in the
past, sabal was an official articie in the
United States Pharmacopoeia, 1905 to
1926 {Refs. 3 and 4} and The Notional
Forinuzlary, 1826 to 1950 {Refs. 5 through
8). It was also listed in The £fhysicions’
Desk Reference, 1848 {Ref. ) and
Remington’s Practice of Pharmacy {Ref.
10). Currently, it is listed in the
Homoeopathic Pharmacoposia of the
United States, 1978 {Ref. 11Y, The agency
acknowledges that these historical
references show that sabal has been
prescribed in the past for urgency,
frequency of urination, and excess night
urination assoeiated with inflammation
of the bladder and enlargement of the

prostate gland. It also has been used as
a nutritive tonic, in respiratory diseases
and digestive disturbances, and as a
mild diuretic and sedative in oystitis
{Refs. 8, 12, and 13).

The agency has reviewed the animal
and in vitro studies submitted and
concludes that, while supportive, they
are inadequate to establish that the
Iiposterclic extract of sabal is generally
recognized as safe and effective as an
ingredient in OTC drugs intended for the
ireatment of the symptoms of benign
prostatic hyperirophy. These studies
primarily contain data and information
on the mode and mechanism of action of
the liposterolic extract of sabal. While
such information is eseful, the studies
provides no evidence to establish the
effectiveness in humans of OTC benign
prostatic hypertrophy drug product
ingredients.

In the two human clinical studies
submitted, the liposterolic extract of
sabal appears to be safe for short-term
use. However, the clinical studies do not
provide sufficient evidencs of
effectiveness, i.e., adequate and
meaningful clinical improvement to
support & labeling claim and the
establishment of a monograph for drug
products intended to be used for
relieving the symptoms of benign
prostatic hypertrophy.

The first clinical study is & double-
blind, randemized; placebo-controlled
clinical trial by Champault et al. (Ref.
14), in which 110 patients with prostatic
adenoma were either given the placebo
or 320 milligrams {mg) per day (two 80-
mg tablets twice per day} of the
liposterolic extract of sabal, identified
as PA 109. Patients valid for surgery
were excluded, In the final assessment,
88 patients {41 in the placebo group and
47 in the treabment group] were included
in the study. Efficacy was assessed after
1 month, The objective criteria used
were nocturnal frequency, urinary
output, and residual urine. The
subjective eriteria used were dysuria
and the patients” opinions. At baseline,
the treatment and placebo groups were
found to be comparahle for each of the
parameters assessed. Reported results
of the study suggest thet patients ireated
with PA 109 showed a statistically
significant improvement, demonstrating
an increase in the mean urine volume
from 5.35 to 8.05 milliliters per second
{mL/sec), reduction in the residual urine
from 4.7 to 55.05 mL, and a decrease in
the mean number of nocturnal
micturitions (night urinations) from 3.12
to 1.89. No statistically significant
difference was reported for the placebo
for any of the parameters assessed. The
placebo group showed only a slight

change for the mean urine volume {5.04
to 5.29 ml/sec), the residual urine {91.3
increased o 100 mL), and the mean
number of nocturnal micturitions (3.12 to
2.7}. The difference between the placebo
and treatment groups for all parameters
assessed were reported as statistically
significant for all values given to extent
of less than 167¢,

Although the Champault study
suggests that patients treated with PA
108 showed some statistical
improvement in the symptoms
associated with benign prostatic
hyperirophy, the results are not
considered clinically significant, i.e., the
symptoms confinue o exist and the
patient is not medicelly betier. The
decrease with PA 108 in the mean
number of nocturnal micturitions from
3.12 to 1.89, compared to 3.12 $0 2.7 for
the placebo, may be statistically
significant; however, the reduction
represents a decrease of actually only 1
micturition, which the agency does not
consider to be clinically significant. The
reduction in the residual urine from 94,7
to 55.05 ml also appears statistically -
significant. However, a residual urine
value above 50 mL still suggests some
obstruction or abnormality of the
bladder, possibly secondary to urethral
obstruction {Ref. 15} because Hinman
and Cox found that the mean volume of
residual urine in normal male subjests
appears to be 0.53 mL {Ref, 16). Because
the resultant residual urine volume
values in the study are much higher than
the normal population, the reported
55.05 L results do not indicate a
clinically meaningful improvement.

During the course of the Champault
study, a long-term cpen study on
tolerance and efficacy was also
conducted. The mean assessment period
was 14.6 months, ranging in total
between 7 and 30 months. The authers
initialiy report that 47 patienis received
treatment with PA 1089, but later
indicated that 32 of the 47 patients
received ireatment with PA 100 and 15
patients received treatment with the
placebo. The authors further report that,
at 8 months, traces were loston 3
patients; 4 had been operated on for the
condition, and 40 retained a good
therapeutic effect. Results reported after
1 year indicate that 37 of the 40
remaining patients available to followup
hdd improved symptoms and efficacy of
treatment had remained intagt.
However, it is not clear from the
authors’ description of this open study
how many of the study participants
were in the treatment group and how
many were in the placebo group.
Because of the inconsistencies of details
and inadeguate information, no further
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assessment of this phase of the study
can be made.

The second study by Tasca et al. (Ref.
17) was also double-blind, randomized,
and placebo-controlled. In this study, 30
patients with prostatic adenoma in
stages I and II were randomly
suhdivided into two groups and given
either placebo or 320 mg of PA 109 in
two doses of 160 mg each. The exact

length of the study was not given. Of the -

30 patients, 27 finished the study. Thus,
the evaluation refers to 14 patients
treated with PA 108 and 13 treated with
placebo. Urinary and uroflowmetric
symptomatic data were cbtained on
each patient before and after treatment
and indicate statistical significance for
PA 102 when compared to the placeba.
The investigators reported that
subjective analysis of the results
indicated that good resulls were
cbtained in 42 percent of patients who
received PA 109, while only 15.4 percent
of patients who received placebo were
rated as “good.” Patienis treated with
PA 102 showed an increase in the mean
urine volume from 4.8 to 7.9 mL/sec, an
increase in urine flow rate from 12.9 to
16.2 mLfsec, and an increase in volume -
emptying from 248 to 286 mL. However,
an increase in flow rate 0of 12.8 t0 16.2
ml/sec may represent only a slight
improvemert in clinical symptoms.
Normally, males deliver s urine flow
rate of 20 to 25 mL/sec. Any flow rate
below 15 mL/zec is highly suggestive of
cbatructicn or dysfunction (Refs. 18 and
19). Thus, a flow rate of 18.2 represents
only minimal improvement, and the
agency does not consider this to be
clinically significant. )

Champault et al. (Ref. 14) and Tasca
et al. (Ref. 17) appear to be small well-
coniroled clinical trials with some
evidence of statistical significance of PA
168 over the placebe. The results of.
{hess studies appear to suggest thal PA
10¢ may be useful in providing minimal
relief of the eymptoms of benign
prostatic hypertrophy. The data suggest
that the drug probably has an effect that
minimally improves the ability to empty
the bladder and mintmally improves the
symptoms of cutlet obstruction.
However, the agency concludes that the
change shown for “before treatment”
and “afier treatment” with PA 103 in
these studies does not reflect an
adeguate or meaningful clinical
tmprovement for the treatment of the
symptoms of benign prostatic
hypertrophy. Because the efficacy
parameters show only minimum
improvement in the treatment groups,
the agency considers the results of these
studies inadeguate to establish
effectiveness. Also, there were too few

participants in these studies to suppert
general recognition of effectiveness for
PA 109. Additicnal studies are needed
with an adequate number of participants
in order to esiablish the effectiveness of
PA 109 in relieving the symptoms of
benign prostatic hypertrophy.

In addition, a full characterization of
what comprises the liposterolic extract
of sabal used in the various studies
would be necessary in order to describe
the ingredient in a drug monograph.
Based on the above, the agency

. concludes that the data and information

are insufficient to generally recognize
the liposterolic extract of sabal as safe
and effective and not misbranded for
OTC use as an ingredient in benign
prostatic hypertrophy drug preducts. In
addition, there are no well-controlled
clinical studies o support general
recagnition of sabal as safe and
effective for this use. - v

The agency points out that publication
of a final mule does not preclude a
manufacturer’s testing an ingredient.
New, relevant data can be submitted to
the agency at a later date as the subject
of an application that may provide for
prescription or OTC marketing status.
{Ses 21 CFR part 314.) As an alternative,
where there are adequate data
establishing general recognition of
safety and effectiveness, such data may
be submitied in an appropriate citizen
petition to esiablish a menograph. (See
21 CFR 10.30.)
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H. The Agency’s Fina! Conclusions on
OTC Benign Prostatic Hypertrophy Brug
Products T

The agency has determined that no
active ingredient has been found to be
generally recognized as safe and
effective and not misbranded for use in
relieving the symptoms of benign
prostatic hypertrophy. Further, the

~ agency has reassessed the position it

stated in the tentative final monegraph
(52 FR 5406 at 5408}, and now concludes,
as discussed below, that drug products
for the relief of sympioms of bernign
prostatic hypertrophy should not be
available GTC.

_In the tentative final monograph, the
agency proposed Category I labeling for
OTC benign prostatic hypertrophy drug
products in the event that data were
submitted that resulted in the upgrading
of any ingredient to monograph status
{52 FR 5409).. After reviewing and
evaluating the available data, the
agency placed the amino acids glycine,
alanine, and glutamic acid in Category
HI in that document (52 FR 5408). In
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regponse to the tentative final
menaograph, no data were received on
the amine acids glycire, alanine, and
glutamic acid {alone or in combination}
to support their reclassification from
Category I to Category L '

One manufacturer did submit data on
a liposteroclic extract of sabal, PA 108,
However, as discussed in paragraph I
above, none of the studies submitted for
PA 108 demonstirated any clinical
significance of symptomatic relief of
benign prostatic hypertrophy.

At this time, the agency is not aware
of any definitive clinical irials with
appropriate controls o support
effectiveness of thess or any other
ingredients for OTC use in relieving the
symptoms. of benign prostatic
hyperirophy. The agency finds that
surgery s cuzrently the only effective
treatment for obstructive benigo
prostatic hypertrophy. Conseguently,
after reassessing the potential natural
course of the disease condition of
benign prostatic hypertzophy, the
agency has concluded that OTC benign
prostatic hypertrophy drug products
labeled for symptomatic relief should
not be available. The agency is
concerned that “relief of symptoms”
alone is not sufficient to ensure the
safety and health of individuals with
this condition.

Benign prostatic hyperirophy is a
condition that causes progressive ,
vesical cbstruction to the flow of urine
and, in later stages, causes back
pressure in the kidneys (hydronephrosis)
and contributes to the establishment of
infection in the urinary tract {Ref. 1). As
prostatic obstruction progresses, about
50 to 80 percent of men will develop
unstable bladders with secondary
gymptoms of frequency, urgericy, and
urgency incontinence (Ref. 2). Although
some of the symptoms {frequency,
nocturnal misturition, dysuria) are
considered irritative only and may be
partially relieved by currently marketed
products, other symptoms such es
residual urine, which is conmon in
bladder neck obsiruction {enlarged
prosiate}, can cause serious
complications. Currently, no definitive
evidence has been provided o indicate
that any drug product offered OTC for
the relief of the symptoms of this
condition would alter the obstructive or
inflammatory signs and symptoms of
benign prostatic hypertrophy. For
example, although the results of the
Champault study discussed above show

a statistically significant decrease in the .

values for residual urine (i.e.. 247 miL o
55.05 mL}, the clinical benefit was not
evident because the decrease in residual
urine did not result in adequaie

significant relief of the overall symptom

or urine retention. The agency is
concerned because chronic urine
retention could result in stagnation of
urine, which leads 16.infection. This
infection may spread throughout the

" entire urinary system. Once established,

infection is difficult and at times
impossible to eradicate even after the
cbstruction has been relieved. In
addition, ofien the invading organisms
are urea-splitting, causing the urine to
bscome alkaline, in which case calcium
salts precipitste and form bladdér or
kidney stones more easily. Secondary.
infection increases the susceptibility to
renal damage [Ref. 3},

In the tentative final monograph, the
agency proposed a warning stating,
“Because this drug relieves only the
symptoms of enlarged prostate without
affecting the digease itself, periodic
reexaminaticr by a doctor is strongly
recommendead.” (See 52 FR 5406 & 5408.)
Howsaver, after reevalvating this disease
condition, the agency no longer believes
that this proposed warming represents
adequate labeling: The agency is
concerned that, as long as only the
symptoms of the condition are relieved,
individuals who fear surgery may be
lulled inte.a false sense of security and
thus delay reexamination by a
physician, resulting in a delay in
treatment of the disease. Therefore, the
agency believes that providing
symptomatic relief without eliminating,
arresting, or treating the obstructive
causes of benign prostatic hypertrophy
will mask the potential of the
condition's progression and result in
delayed diagnosis of secondary
complications, i.e., stagnation of
residual urine, urinary tract infection,
and potential renal damage.

The agency now concurs with the
Panel that benign prostatic hypertrophy
drug products are not generall
recognized as safe and effective for OTC
use and that no ingredient or mixture of
ingredients should be available OTC to
treat the symptoms of benign prostatic
byperirophy. Therefore, all benign
prostatic hypertrophy ingredients,
including but not limited to sabal and
the amino acids glycine, alanine, and
glutamic acid [alone or in combination),
which were reviewed by the Panel and

. the agency, are considered

nonmonograph ingredients and

.misbranded under section 502 of the
.. Federal Food, Drug, and Cosmetic Act

{21 U.B.C. 352} and are new drugs under
section 20i{p) of the act {21 US.C.
321{p}} for which an approved
application under section 505 of the act
{21 U.8.C. 3585} and part 314 of the
regulations {21 CFR part 314 is required

for marketing. In appropriate
circumstances, a citizen petition to
establish & monograph may be
submitted under 21 CFR 10.30 in len of
an applicaticn. Any such GTC drug
product initially iniroduced er initially
delivered for introduction info interstate
commerce after the effective date of this
final rule that is net in compliance with
the regulation is subject to regulatory
action.
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The agency has examined the
economic consequences of this final rule
in gonjunciion with other rules resulting
from the OTC drug review. In & notice
published in the Federal Register of :
February 8, 1963 {48 FR 5508), the agency
anncunced the availability of an
assessment of these economie impacts.
The assessment determined that the
combined impacts of il the rules
resulting from the OTC drug review do
not constitute a major rule according to
the criteria established by Executive
Order 12201, The agency therefore
conciudes that no one of these rules,
ingluding this final rule for OTC benign
prostatic hypertrophy drug products, is a
major rule,

The economic assessment also

- concluded that the overall OTC drug

review was not likely to have a
significant economic impact on a
substantial number of small entities as
defined in the Regulatory Flexibility Act,
Pub. L. 96-354. That assessment
included a discretionary Regulatory
Flexibility Analysis in the event that an_
individual rule might impose an unususl
or disproportionate impact on small
entities. However, this particular
rulemaking for OTC benign prostatic
hypertrophy drug products is not
expected io pose such an impact on
zmall businesses. Therefore, the agency
certifies that this final rule will not have
a significant economic impact on a
substantial number of small entities.
The agency has determined under 21
CFR 25.24{c)(6) that this action iz of a
type that does not individually or
cumulzatively have a significant effect on
the huinan environment. Therefore,
neither an environments) assessment
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aor an environmental impact statement
is required. '

L.st of Subjects in 21 CFR Part 310

Administrative practice and-
piocedure, Drugs, Medical devices,
Reporting and recordkeeping
requirements.

Therefore, under the Federal Food,
Drug, and Cosmetic Act and the
Administrative Procedure Act,
subchapter I of chapter I of title 21 of
the Code of Federal Regulations is
amended in part 310 as follows:

PART 310—NEW DRUGS

" 1. The authority citation for 21 CFR
Part 310 continues to read as follows:
Avtherity: Secs. 201, 301, 501, 502, 503, 505,
508, 507, 512516, 520, 661{a}, 701, 704, 705, 708
of the Federal Food, Drug, end Cosmetic Act
{21 U.8.C. 321, 331, 351, 352, 353, 355, 358, 357,

360b-3601, 3604, 351{a)}, 371, 374, 375, 376);

secs. 215, 301, 302{a}, 351, 354-360F of the

Public Health Service Act (42 U.S.C. 216, 241,

242(a), 262, 253b-263n].

- 2. Section 310.532 is added to Subpart

E to read as follows:

§ 210.532 Drug producis containing
active ingredients offered over-the-
counter (OTC} to relieve the
symptoms of benign prostatic
hypertrophy.

{a) The amino acids glycine, alanine,
and glutamic acid (alons orin
combination) and the ingredient sabal
have been present in over-the-counter
{OTC) drug products o relieve the
symptoms of benign prostatic
hypertrophy, e.g., urinary urgency and
frequency, excessive urinating at night,

‘and delayed urination. There is & lack of

adequate data to establish general
recognition of the safety and
effectiveness of these or any other
ingredients for OTC use in relieving the
symptoms of benign prostatic
hypertrophy. In addition, there is no
definitive evidence that any drug
product offered for the relief of the
gymptoms of benign prostatic
hypertrophy would &lter the obstructive
or inflammatory signs and symptoms of
this condition. Therefers, self-
medication with OTC drug products
might unnecessarily delay diagnosis and
treatment of progressive obstruction and
secondary infections. Based on evidence
currently available, any OTC drug '
product containing ingredients offered
for use in relieving the symptoms of
benign prostatic hyperirophy cannot be
generally recognized as safe and
effective.

{b) Any OTC drug product that is
labeled, represented, or promoted to
relieve the symptoms of benign prestatic

hypertrophy is regarded as a new dru
within the meaning of section 201{p) of
the Federal Food, Drug, and Cosmetic -
Act {the act), for which an approved
application under section 505 of the act
and part 314 of this chapter is required
for marketing. In the absence of an
approved application, such product is
also misbranded under section 502 of
the act.

{c) Clinical investigations designed to
obtain evidence that any drug product
labeled, represented, or premoted for
OTC use to relieve the symptoms of
benign prostatic hypertrophy is safe and
eiffective for the purpese intended must
comply with the requirements and
procedures governing the use of
investigational new drugs set {orth in
part 312 of this chapter. -

{d) After August 27, 1990, any such
OTC drug product initially introduced or
initially delivered for introduction imto
interstate commerce that is not in
compliance with this section is subject
to regulatory action.

Dated: December 18, 1989,
fames S. Benson,

Acting Commissioner of Food and Drugs.
{FR Doc. 90-4394 Filed 2-25-80; 8:45 amj
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